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with oral conitraceptives. Without being able
categorically to deny this possibility I think
it unlikely for the following reasons.

Retinol in human blood is predominantly
bound to a specific transport-protedin known
as the retinol-binding protein (RBP). Under
physiological conditions RBP ibinds to pre-
albumin.4 The amount of free retinol is very
small, indeed. Using a fluorescence assay5
measurements have been made of the
amoun-t of RBP,in plasma from 10 women
before starting to take a combined oral con-
traceptive (Minovlar: 1 mg nocethisterone
acetate and 50 ,ug ethynylestradiol) and again
after three months' treatment. The mean
pretreatment level of RBP was 42±8 (S.D.)
,ug/ml, but this rose to 75 ± 10 ug/ml during
treatmenrt.

This finding indicates that the rise in
iseruum vitamin A level during the taking of
oral contraceptives is due to an increased
concentrtion of RBP. The amount of free
retinod is unchanged. Hypervitaminosis A
and the teratogeic effects of the vitamnm
in pregnant animls are seen with doses
which far exceed the binding capacty of
RBP. I,t seems unlikely that an increase in
protein-bound retinol is hazadous. A very
analogous isiituation occurs with cori-
costerodds, where plasma levels are very high
in women taking oral cotraceptives owng
to an increase in,transcartin.6
The increase in plasma RBP seen in

women taking oral contraceptives is prob-
ably due to the oestirogen component, for
plasma retinol is not increased by pro-
gestogens alone.2 Serum vitamin A is also
raised in volunteers exposed to DDT,7 for
this compound yields oestrogenic mexa-
bolites.-I am, etc.,
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Effect of Natural Oestrogens on Coagulation

SIR,-.A recent leading article (9 Februay,
p. 213) concluded that the oestrogen com-
ponent of the ol contraceptive is the agent
responsible for the thronbotic episodes asso-
ciated with ithe taking of steroid contra-
ceptives. It was further stated that the unD-
toward effect was probably due to the nature
of the oestrogen used and that substitution
with a natural oestrogen might avoid hie
problem of thrombosis altogether.
We have recently comnpleted a study which

has shown that natural oestrogens (Premarin)
whien administered to postnmenopausal
women for a period of one year had no
adverse effect on their ooagidation
mechanism.
The subjects were 30 postmenopausal

patients (mean age 50 53 years) attending
the clinacteric clinic at Addington Hospital,
Durban. Basline observatons were taken for
the assment of the following coagulation
factos: fibiniogen, plateet ount, single

Mean Coagulation Values (S.E.M.) in 30 Postmenopausal Women, Before, During, and After Treatment
with Natural Oestrogen

After 3/12 After 9/12 1/12 after stopping
Test Baseline: treatment treatment treatment

Fibrinogen (mg/100 ml) 360-8 300 5 325-6 371-0
+ 17-8 + 10-7 + 12-2 + 13-1

Platelets (/mm3) 281,500 231,700 203,800 222,600
+ 17,100 + 12,100 ± 14,700 + 14,100

Factor V (%) 109-9 103-2 102-0 108-2
±50 +5-5 +4-1 +4-5

Factor X(%) 114-5 112-6 117-4 112-2
+ 49 + 40 ± 6-0 + 49

S.S.T.T. (sec.) 12 23 12-19 12-37 12-12
+ 0 11 + 0 11 + 0 10 + 0-13

K.P.T.T. (sec.) 43.97 45 99 45-56 5040
± 097 ± 0-88 + 0-89 + 1-15

stage pTodirombin time (S.S.P.T.), kaolin
partial thrornboplastin time (K.P.T.T.),
factor V and X assays, and euglobulinlysis
tine. Standard haenatological techniques
were employed.' The patiets were then
started on treatment (Premarin 1-25 mg
daily, given cycically for three weeks at a
time) and the tests repeated at the end of
three months and nie months. At the end
of a year's treatment medication was sus-
pended for a month and he tests repeated.
The results are shown in the table. The

only statistically sigificant feature was a
progressive fall in the platelet count (P=
<0 05, <0 01, and <0-02 after three
months' and nine months' treatment and one
month after stopping treatment respectively).
The natural oestrogens had no effect on

the "dynamic" tests of coagulation. The
values for the S.S.P.T. and K.P.T.T. in our
patients were srimilar to those in normal
controls tested at the same time. Though
factor X has ben reported to be ncreased
in womn on prolonged treatment with oral
contraceptives,2 no change in this parametr
was noted in the present study. This may be
of considerable importance in view of the
possible -key role of this factor in thrombo-
genesis.3 Fibrinolysis was sinmilarly unaffected
by ratment with the natural oestrogen as
the euglobulinlysis time remained con-
sistenly greater than two hours throughout
the series.

This is a preliminary report on the first
documeted prospecive investigation of the
long-tenn effect of natural oestogens on
coagulation. Though the significance of the
depressant effect of -these steroids on the
platelet count is not known,, t nay be con-
cluded that treatment of a group of meno-
pausal women with natural oestrogens for
one year had no adverse effect on their
cogulaton mechanism. As suggested in your
leading aricle, it might well be that the
substitution of a natural oestrogen would in
fact avoid the problem of thrombosis asso-
ciated with oral conraception.-We are, etc.,
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The Coroners' So-called 24-hour Rule

SIR,-Dr. J. F. Heggie (22 June, p. 667) has
quoted the Human Tissue Act 1961 secion

2(1) as giving clear pernission for po-
mor¢tem examiation to be canried out on any
patient dying within 24 hours in hospital.
However, the provisions of the Coroners

Act 1887, Coroners Amendment Act 1926,
and the Coroners' Rules 1953, together with
regulations and statutory instwumets there-
under, establish coroners' practioe, which is
that there is a legal obligation upon the
coroner -to inquire into all sudden and un-
expected deaths or deaths of which the
cause is unknown.
The Humnm Tissue Act provision is per-

missory; the law relating to coroners is
obligatory. The so-called "24-hour rule" s
merely a rough guide; the doctor is obliged
by comion law to report al sudden and
unexpected deaths and deaths the cause of
which are unknown 'to the coroner, irespec-
tive of any "rule." The coroner has the right
to appoint any pathologist of his choosing to
conduct any post-mortem examination,
irespective of the Human Tissue Act. All
these matters (and many others) were deakt
with at legth in the Brodlick Report.1-I
an, etc.,
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Maternal Blood Group A and
Pre-eclampsia

SIR,--Mr. D. P. L. May (22 December
1973, p. 738) has reported a preponder-
ance of 'blood group A among patients with
pre-eclampsia. His finding could support
the intravascular coagulation hypothesis1
of the aetiology of toxaemia since it
parallels the observations that group A
subjects tend to be more at risk for ven-
ous thromboembolic disease associated
with pregnancy and use of oral contra-
ceptives,2 as well as for coronary artery
thrombosis.3
We have measured the frequency of

eclampsia and pre-eclampsia, as recorded
in labour ward books, among 10,180
women delivering in West Jerusalem's four
hospitals in 1965-9 for whom blood group
data were available. These blood group
data were added to a sample' of the com-
puter-stored files in the ongoing Jerusalem
Perinatal Study.5 There was no excess of
toxaemia recorded among group A mothers,
but there was an apparent interaction be-
tween rhesus and 0 types, with 0 +
mothers having fewer and 0- mothers
more cases of toxaemia than expected
(table I). Apart from t-he excess recded in
0- women, these differences in toxaemia
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rates might have been expected on the
basis of the distribution of maternal age,
parity, and ethnic group in mothers of
different blood groups in the Jerusalem
population.

TABLE I-Recorded Frequency of Toxaemia by Blood
Groups

Blood No. of Pre-eclampsia
Group Births (%)

Rh+ A 3,696 1-70
B 2,101 1-91
AB 866 1-73
O 3,431 1-14*

Rh-A 388 0 59
B 250 2-40
AB 85 -

0 363 3.03*

Total 11,180 1-58

In an earlier case-control study6 in
whioh patients with toxaemia, defined by
standard criteria, were matched with
mothers of similar age, parity, and ethnic
group there were no significant blood
group differences between patients and
controls (table II). Nor did the few cases
of trank eclampsia show any unusual
blood-group distribution. We are therefore
unable to confirm any association between
toxaemia and blood group A.

TABLE II-Blood Group Distribution of Patients with
Eclampsia and Pre-eclampsia and Controls

Blood Group Patients Controls

Rh+ A 39 38
B 16 25
AB 5 7
O 45 40

Rh-A 5 4
B 3 2
AB 1 0
O O 1

Unknown 7 4

Total 121 121

It is not unlikely that in Britain, too,
women of different blood groups differ in
respect of ethnic background, social class,
age, pariPy, and religion. Women delvered
in particular hospitals may also provide a
very biased population sample. Since the
distribution of these variables affects the
incidence of pre-elampsi.a it would be im-
portant to take them into account in study-
ing the relationship of the disease to
blood groups.-We are, etc.,
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Coxsackie Viruses and Diabetes Mellitus

SIR,-Dr. D. R. Gamble and his colleagues
(3 November 1973, p. 260) hae presented
evidence associat infcion with Coasadcie
B4 virus and the onset of insuli-dependent

Admission and Convalescent Antibody Titres Shown Side by Side for Coxsackie BJ-B5 and Mumps

Case Age Month of Coxsackie Coxsackie Coxsackie Coxsackie Coxsackie
No. (Yrs) Sex Presentation BI B2 B3 B4 B5 Mumps

1 13 M January _ _ _ _ _ _ _ _ _ _ _
2 5 M January _ _ _ _ _ _ _ _ _ _
3 5 M February _ _ _ _ _ _ _ _ _ _
4 6 F July _ _ _ _ _ _ _ _
5 12 F August I- -

6 5 F September ...1/41/16
7 9 M October _ _
8 11 F October _ _ - - 1/64 1/64
9 11 M November . _ _ _ 1/16 1/16
10 13 M December - - 1/64 1/64 1/16 1/16
11 7 F December - - 1/16 1/16 - -

diabetes in young adults. However, as they
point out, among the patients aged 9 years
or less there was no significant dfference in
tthe incidence of neutrlizing antibxdies to
Coxsackie type B4 when compared with a
cotrol group of normal children. They
suggest that other viruses may possibly
initiate diabetes in childhood.
We have looked for evidence of recent

virus infection in 11 children who presented
with diabetes over the past year. The mean
duraition of -symptoms for this group of
patients was seven weeks; no clOd had a
history suggestive of a premonitory illness
n the preceding three months. Sera weTre
taken for virological studieis at the time of
the acute adimission and subsequently at an
outpatient visit. The mean time interval
between the two samples was 6-8 weeks. The
age, sex, and month of presentation of the
cases are shown in ithe table, together with
the results of the tests for neutralizing anti-
bodies to Coxsackie B group viruses 1-5 and
complement fixing antibodies to mumps.
The sera were screened at a dilution of

1/16 for the Coxsackie B group antiibodies
and any positive at this titre was titrated.
Eight of the patients were negative at this
dilution. Cases 10 and 11 had a titre of 1/16
or greaser for Coxsackie B2 and cases 8 and
10 for Coxsackie B3, but in no chi:ld was
there a rise in titre to isupport a diagnosis of
recent infection.

In one of the two cases with demonstrble
mumps antibodies (case 6) there was a rise
in the S antibody titre indicative of very
recent mumps. This might be considered a
normal occurTence among a group of 11
children.
No significant titre or four-old or greater

rise in titre was found in complement fixa-
tion tests for Q fever, psitacosis/omithosis,
Mycoplasma pneumoniae, influena A or B,
paraifluenza, or ifection with adenoviruises,
respiratory syncytial virus, cytomegalovirs,
herpes simplex, and varice,lla. Most children
had a high titre of antibody to measles virus,
as might be expected at their age.

Tissue cultures were inoculated with
throat swab extracts from seven children;
and tissue cultures and newborn mice with
stool specime from four children, colected
when the children were first admitted to
hospital. A rhinovirus was isolated frm one
child and adenovirus type 7 from the stool
of -the same child; all other specimens were
negative on tissue culture and in mice.
We conclude from these observations that

Coxsackie B4 viru-s played no aet;iological
role in diabetes in these 11 children and
none of the other agents or viruses in eight
of them. It is not possible to ste categoic-
ally whether or not Coxsamckie B virus
2 or 3 in three cases or mumps virus in two
cases may have danmged the pancreas.
We wish to thank the staff of the Virology

Laboratory, Radcliffe Infirmary, for their
great assistance with this study.-We are,
etc.,
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Confusion of Tongues

SIR,,-The Duke of Cumberland referred to
the Highland clansmen as speaking "with
their Irish tongues," a comment which has
no doubt endeared hiim even less to the
descendants of those slain at Culloden. Drs.
P. A. Emerson and M. S. Lewis (1 June, p.
488) refer to the language of Northern
Belgium as Dutch. Sir, the language of
Northern Belgium is Flemish. Such is the
friendship and courtesy of our colleagues in
Ghent and Antwerp, and moreover their
realization of the linguistic incompetence of
the BritiEh, that they would be ready again
to welcome Drs. Emerson and Lewis as
they have done before. Nevertheless I think
an apology to them for the error would not
be out of place.-I am, etc.,
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The Killer Worm

SIR,-Tetanus un-fortunately is all too comn-
mon in India, up to 30 or 50% of cases
proving fatal. Even more prevalent is the
intestinal nematode Ascaris lumbricoides.
That there could be any connexion between
the presenoe of ascaris in the bowel and the
outcome in a -case of tetanus may at first
seem unlikely. However, our observation has
been that a severe or fatal laryngeal s,pasm
in tetanus often directly precedes the passage
of a roundworm from the nose or mouth.
The worm presumably stimulates vagal
afferent fibres in the pharyngeal mucosa in
the neighbourhood of the epiglottis which
initiates reflex spasm of the laryngeal
muscles. A true cough is seldom possible in
severe tetanus because of the rigidity of the
muscles involved in the reflex.
What encourages the worm to migrate up-

wards from its position in the bowel is open
to speculation. The constantly high intra-
thoracic and abdominal pressures caused by
muscle contraction could interfere with
oxygen entry into the bowel and create an
environment unfavourable to the worm.'
Escape downwards would prove difficult in
the tetanus patient, who is frequently con-
stipated. Another factor to be considered is
that we give these patients chlorpromazine in


